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Priority under 35 U.S.C. § 119 

12) K1 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
aMAW b)n Some * c)n None of: 

1 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
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DETAILED ACTION 
Status of the Claims 

1 . Claims 32-36, 62-65 and 87-92 are pending. 

Applicant's amendment filed April 5, 2007 is acknowledged, and applicants' response 
has been fully considered. Claims 32, 35, 62 and 64 have been amended, and claims 40-44, 66- 
71 have been cancelled, and new claims 87-92 have been added. Therefore, claims 32-36, 62-65 
and 87-92 are examined. 

Withdrawn Claim Rejections - 35 USC S 103 

2. The previous rejection of claims 40 and 41 under 35 U.S.C. 103(a) as being unpatentable 
over Scott et al (Stroke 30, 793-799 (1999)) in view of Brange et al (U.S. Patent 5,618,913), is 
withdrawn in view of applicant's cancellation of the claim in the amendment filed April 5, 2007. 

3. The previous rejection of claims 40 and 42 under 35 U.S.C. 103(a) as being unpatentable 
over Scott et al (Stroke 30, 793-799 (1999)) in view of Anderson, Jr. et al (U.S. Patent 
5,547,929), is withdrawn in view of applicant's cancellation of the claim in the amendment filed 
April 5, 2007. 

4. The previous rejection of claims 43, 44 and 68-71 under 35 U.S.C. 103(a) as being 
unpatentable over Scott et al (Stroke 30, 793-799 (1999)) in view of Havelund et al (U.S. 
Patent 5,750,497), is withdrawal in view of applicant's cancellation of the claim in the 
amendment filed April 5, 2007. 

Maintained Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

5. Claims 32, 33 and 62-63 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Scott et al (Stroke 30, 793-799 (1999)) in view of Brange et al (U.S. Patent 5,618,913, 
published on April 8, 1997). 

Scott et al teach the use of a 24-hour infusion of saline (control) or a glucose potassium 
insulin (GKI) infusion (including 16 U of human soluble insulin, 20 mmole of KCl in 500 ml 
10% dextrose) at 100 ml/h in the treatment of 53 acute stroke patients with mild or moderate 
hyperglycemia (plasma glucose between 7.0 and 17.0 mmole/L, corresponding to 126 and 307 
mg/dL) in an explanatory, randomized, controlled trial to test safety, where no statistically 
significant differences is detected between the two groups at baseline (Table 1), and the GKI 
group had lower mean plasma glucose levels at 8 hours (6.4 mmole/L, corresponding to 1 15 
mg/dL), 16 hours (6.5 mmole/L, corresponding to 1 17 mg/dL) and 24 hours (6.9 mmole/L, 
corresponding to 124 mg/dL) from the time starting infusion as compared to control, and the 
mean plasma glucose level is 9.1 mmole/L at zero time of infusion, which corresponds to 164 
mg/dL (Table 2; Fig. 1 ; pages 794-796). The reference also indicates that of the patients in the 
GKI group, 21 (84 %) received 2400 mL infiisate compared with 24 (96%) in the control group 
(page 795, second column); and the trial treatments were commenced by general and nursing 
staff, who monitored and maintained the infusions over next 24 hrs (page 794, second column). 
The acute stroke patients with no diabetes mellitus in their medical history (Table 1) are human 
non-diabetic critically ill patients (claims 62- 63). However, Scott et al do not teach the use of 
an insulin analog in the treatment. 
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Brange et al disclose some rapid-acting human insulin analogs such as Asp human 
insulin having an improved property such as faster onset of action and reduced tendency to 
fibrillation as compared to insulin (column 1, lines 56-67; column 2, lines 51-58; claim 33). 

At the time of invention was made, it would have been obvious that one of ordinary skill 
in the art has been motivated to conibine the two references to use an insulin analog as taught by 
Brange et al in a method of treating a critically ill patient having a blood glucose level of greater 
than 130 mg/dl as taught by Scott et al (claim 32) because the use of an insulin analog would 
provide an improved property such as rapid-acting and reduced tendency to fibrillation as 
compared to insulin in the treatment (column 1, lines 56-67; column 2, lines 51-58 of Brange et 
al). Thus, the combined references result in the claimed invention and was, as a whole, prima 
facie obvious at the time the claimed invention was made. 

Response to Arsuments 

Applicants indicate claims 32 and 35 have been amended to now recite the phrase 
"wherein said insulin analogue is administered intravenously and continuously infused to said 
patient as needed for at least 24 hours and the blood glucose level is maintained for 24 hours or 
more." While Scott discloses an infusion period of 24 hours, Scott does not disclose methods of 
maintaining a desired blood glucose level via continuous infusion of insulin (or any GKI). 
Furthermore, Scott does not disclose the use of any GKI for the maintenance of a normal blood 
glucose level for greater than 24 hours (See page 794, second column; page 797, second column; 
Table 2; and Figure 2). Thus, Applicants assert that neither Scott alone, nor in combination with 
Brange, teaches or suggests the claimed invention. Accordingly, Applicants respectfully request 
reconsideration and withdrawal of the present rejection (pages 4-5 of the response). 
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Applicants' response has been considered, however, the arguments are not found ' 
persuasive because of the following reasons. Scott teaches that of the patients in the GKI group, 
21 (84 %) received 2400 mL infusate compared with 24 (96%) in the control group (page 795, 
second column); and the trial treatments were commenced by general and nursing staff, who 
monitored and maintained the infusions over next 24 hrs and the treatment was administered 
through a peripheral vein in the nonparitic arm at a fixed rate of 100 mL/h via a metered infusion 
device (page 794, second column), these teachings indicate the treatment is carried out in 
continuous infusion for 24 hrs. Furthermore, Scott teaches that the GKI group had lower mean 
plasma glucose levels at 8 hours (6.4 mmole/L, corresponding to 1 15 mg/dL), 16 hours (6.5 
mmole/L, corresponding to 1 17 mg/dL) and 24 hours (6.9 mmole/L, corresponding to 124 
mg/dL) from the time starting infusion as compared to control (see Table 2 and Fig.l), which 
indicates the blood glucose level is maintained in a range from 60 mg/dL to about 130 mg/dL for 
24 hrs. Thus, Scott in combination with Brange teaches or suggests the claimed invention. 
Therefore, the rejection is maintained. 

6. Claims 32, 34 and 62-63 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Scott et al (Stroke 30, 793-799 (1999)) in view of Anderson, Jr. et al (U.S. Patent 5,547,929, 
published on August 20, 1996). 

Scott et al teach the use of a 24-hour infusion of saline (control) or a glucose potassium 
insulin (GKI) infusion (including 16 U of human soluble insulin, 20 mmole of KCI in 500 ml 
10% dextrose) at lOOml/h in the treatment of 53 acute stroke patients with mild or moderate 
hyperglycemia (plasma glucose between 7.0 and 17.0 mmole/L, corresponding to 126 and 307 
mg/dL) in an explanatory, randomized, controlled trial to test safety, where no statistically 
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significant differences is detected between the two groups at baseline (Table 1), and the GKI 
group had lower mean plasma glucose levels at 8 hours (6.4 mmole/L, corresponding to 1 15 
mg/dL), 16 hours (6.5 mmole/L, corresponding to 1 17 mg/dL) and 24 hours (6.9 mmole/L, 
corresponding to 124 mg/dL) from the time starting infusion as compared to control, and the 
mean plasma glucose level is 9.1 mmole/L at zero time of infusion, which corresponds to 164 
mg/dL (Table 2; Fig. 1; pages 794-796). The reference also indicates that of the patients in the 
GKI group, 21 (84 %) received 2400 mL infusate compared with 24 (96%) in the control group 
(page 795, second column); and the trial treatments were commenced by general and nursing 
staff, who monitored and maintained the infusions over next 24 hrs (page 794, second column). 
The acute stroke patients with no diabetes mellitus in their medical history (Table 1) are human 
non-diabetic critically ill patients (claims 62- 63). However, Scott et al do not teach the use of 
an insulin analog in the treatment. 

Anderson, Jr. et al disclose monomeric insulin analogs such as Lys^^^, Pro^^^ human 
insulin having a property of ultra rapid time action profile as compared to insulin (column 1, 
lines 63-67; column 3, lines 2-18; claim 34). 

At the time of invention was made, it would have been obvious that one of ordinary skill 
in the art has been motivated to combine the two references to use an insulin analog as taught by 
Anderson, Jr. et al in a method of treating a critically ill patient having a blood glucose level of 
greater than 130 mg/dl as taught by Scott et a/, (claim 32) because the use of an insulin analog 
would provide an improved property such as rapid-acting profile as compared to insulin in the 
treatment (column 1, lines 63-67; column 3, lines 2-18 of Anderson, Jr. et al). Thus, the 
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combined references result in the claimed invention and was, as a whole, prima facie obvious at 
the time the claimed invention was made. 

Applicants use the same argument as in Scott in combination with Brange (page 5 of the 
response), regarding Examiner's response, please see the section above under paragraph 5. 
7. Claims 35, 36 and 64-65 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Scott et al (Stroke 30, 793-799 (1999)) in view of Hayelund et al (U.S. Patent 5,750,497, 
published on May 12, 1998). 

Scott et al teach the use of a 24-hour infusion of saline (control) or a glucose potassium 
insulin (GKI) infusion (including 16 U of human soluble insulin, 20 mmole of KCl in 500 ml 
10% dextrose) at lOOml/h in the treatment of 53 acute stroke patients with mild or moderate 
hyperglycemia (plasma glucose between 7.0 and 17.0 mmole/L, corresponding to 126 and 307 
mg/dL) in an explanatory, randomized, controlled trial to test safety, where no statistically 
significant differences is detected between the two groups at baseline (Table 1), and the GKI 
group had lower mean plasma glucose levels at 8 hours (6.4 mmole/L, corresponding to 1 15 
mg/dL), 16 hours (6.5 mmole/L, corresponding to 1 17 mg/dL) and 24 hours (6.9 mmole/L, 
corresponding to 124 mg/dL) from the time starting infusion as compared to control, and the 
mean plasma glucose level is 9.1 mmole/L at zero time of infusion, which corresponds to 164 
mg/dL (Table 2; Fig. 1 ; pages 794-796). The reference also indicates that of the patients in the 
GKI group, 21 (84 %) received 2400 mL infusate compared with 24 (96%) in the control group 
(page 795, second column); and the trial treatments were commenced by general and nursing 
staff, who monitored and maintained the infusions over next 24 hrs (page 794, second colunm). 
The acute stroke patients with no diabetes mellitus in their medical history (Table 1) are human 
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non-diabetic critically ill patients (claims 64-65). However, Scott et al. do not teach the use of 
an active derivative of an insulin analog in the treatment. 

Havelund et al disclose some active derivatives of insulin analogs such as des-Thr 
human insulin y Lys^^^ tetradecanoyl having an improved property such as protracted profile of 
action and soluble at physiological pH as compared to insulin (column 2, line 27-column 3, line 
43; claim 36). 

At the time of invention was made, it would have been obvious that one of ordinary skill 
in the art has been motivated to combine the two references to use an active derivative of an 
insulin analog as taught by Havelund et al in a method of treating a critically ill patient having a 
blood glucose level of greater than 130 mg/dl as taught by Scott et al (claim 35) because the use 
of an active derivative of an insulin analog would provide an improved property such as 
prolonged action and soluble at physiological pH as compared to insulin in the treatment 
(column 2, line 27-column 3, line 43 of Havelund et al). Thus, the combined references result in 
the claimed invention and was, as a whole, prima facie obvious at the time the claimed invention 
was made. 

Applicants use the same argument as in Scott in combination with Brange (page 6 of the 
response), regarding Examiner's response, please see the section above under paragraph 5. 

Claim Objections 

8. Claims 87-92 are objected to because the claims are dependent from a rejected claim. 

Conclusions 

9. Claims 32-36 and 62-65 are rejected; and claims 87-92 are objected to. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR LI 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS fi-om the mailing 
date of this final acfion. 

Any inquiry concerning this communicafion or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Bragdon can be reached at 571-272-093 1 . The fax phone number for the 
organizafion where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have quesfions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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